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DETAILED ACTION 

Status of Action 

Receipt of Request for Reconsideration filed on 08/10/2009 is acknowledged. 

Claims 1, 4, 7-14, 17-22, 24-27 are pending in the application. Claims 2-3, 5-6, 15-16, 
23 have been cancelled. 

Upon further consideration, the examiner has new grounds of rejection; therefore, the 
finality of the rejection of the last office action is withdrawn. Accordingly, THIS ACTION IS 
NON-FINAL. 

Status of Claims 

Accordingly, claims 1, 4, 7-14, 17-22, 24-27 are presented for examination on the merits 
for patentability. 

Rejection(s) and/or objection(s) not reiterated from the previous Office Action are hereby 
withdrawn. The following rejections and/or objections are either reiterated or newly applied. 
They constitute the complete set of rejections and/or objections presently being applied to the 
instant application. 

Response to Arguments 

Applicants argue the prior art Katsuma et al. teach that ethanol is a necessary component 
of the composition, which the composition, even in the presence of ethanol, does not irritat the 
skin; however, the secondary prior art Osborne et al. teach the reason (ethanol causes 
dehydration and undesirable irritating effects on the skin) for avoiding the use of ethanol that 
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does not exist in Katsuma et al. Hence, the rationale for combining Katsuma et al. with Osborne 
et al. is improper because there is no motivation to combine the references, especially when the 
instant claims does not require ethanol to be presented. 

Applicants' arguments filed on 08/10/2009, with respect to previous rejections for claims 
1, 4, 7-14, 17-22, 24-27 under 35 U.S.C. 103(a), have been considered and they are persuasive. 
The previous rejections of record are hereby withdrawn. However, upon further consideration 
and search, the Examiner has new grounds of rejection. 

New ground of Claim Rejections 

Claims 1, 4, 7-14, 17-22, 24-27 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Sawayanagi et al. (U. S. Patent No. 5,296,235) and Hidaka et al. (U. S. 
Patent No. 5,225,199) combined, and in view of Dasseux, J. L. H. (U. S. Patent Application 
Publication No. 2005/0101565). 

Applicants Claim 

Applicants claim an external preparation, i.e. plaster or poultice, comprising: (A) 
atorvastatin, or pitavastatin, or a salt thereof, (0.001-20 % by mass of the external preparation) 
and (B) at least one monoterpene (0.01-15 % by mass relative to the total amount of the external 
preparation); wherein (i) the monoterpene can be menthol, terpineol or citronellal, or a 
combination thereof; (ii) the external preparation further comprises: liquid paraffin, the styrene- 
isoprene-styrene copolymer and those recited therein; (iii) the preparation does not contain 
ethanol. 



Application/Control Number: 1 0/5 89,247 Page 4 

Art Unit: 1616 

Determination of the scope and content of the prior art 
(MPEP 2141.01) 

Sawayanagi et al. teach a plaster preparation that is suitable for cutaneous application 
and can avoid the risks of side effects caused by the drug, such that the use of the drug in the 
form of a plaster can help to promote the clinical utility of the drug (column 1, background 
section). 

Sawayanagi et al. teach that the plaster preparation, which contains the active drug, can 
comprise a combination of constituents, such as: 

(i) water-soluble polymers, polyacrylic acid and/or sodium polyacrylate, preferably in 
0.5-10 % by weight of the plaster preparation (column 2, lines 14-25); 

(ii) an absorbefacient compound for promoting cutaneous absorption, i.e. propylene 
glycol, menthol and the like, in 0.1-15 % by weight of the plaster preparation (column 2, lines 
26-33); 

(iii) additives that are commonly added to conventional hydrophilic base-type plaster 
preparation: polyhydric alcohols, i.e. sorbitol, glycerol; inorganic fillers, i.e. kaolin (4 grams); 
surfactants, i.e. polyethylene glycol monolaurate; pH modifiers and the like (column 2, lines 34- 
45; column 3-4, Example 1); 

(iv) hydrophobic polymers, i.e. styrene-isoprene-styrene block copolymer in 0.2-20 %, or 
30-99.5 % by weight of the plaster preparation (column 2, lines 58-61, line 65 to column 3, line 

3); 
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(v) additional additives that are commonly added to conventional hydrophobic base-type 
plaster preparation, i.e. aliphatic hydrocarbon resins; plasticizer, i.e. liquid paraffin; pH modifiers 
(column 3, lines 1-14); 

(vi) other additional additives, i.e. 70 % aqueous solution of D-sorbitol (15 grams); water; 
glycerin (15 grams) (column 3-4, Example 1). 

Sawayanagi et al. also teach that, for a plaster preparation, the composition typically 
comprises 0.5-20 % by weight of the drug (column 3, lines 31-34). 

With respect to the component "tartaric acid", it is known that tartaric acid is a common 
pH adjusting agent. 

**With respect to the claim limitation where the external preparation does not contain 
ethanol, the teaching of Sawayanagi et al. meets the limitation because it does not teach the use 
of ethanol in the preparation of plaster is necessary and none of the examples contain ethanol. 

Hidaka et al. teach a preparation of a transdermal plaster, which is capable of enhancing 
the absorption for clinically effective drugs for human skin application, comprising inorganic 
fine particles, i.e. silicate salts or aluminosilicate compounds; a usual adhesive, i.e. polyisoprene 
rubber; a diffusion auxiliary, i.e. polyethylene glycol, sorbitol, fluid paraffin, water (column 3, 
lines 45-49; column 4, lines 17-19; column 6, lines 12-14; column 7, lines 15-18; column 14, 
lines 56-66). 

Hidaka et al. also teach that the inorganic fine particles, i.e. silicate salts or 
aluminosilicate compounds, is desirably presented in an amount between 0.001-1 % by weight in 
order to avoid skin rash (column 6, lines 29-34). 
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Ascertainment of the difference between the prior art and the claims 
(MPEP 2141.02) 

(1) Sawayanagi et al. and Hidaka et al. do not teach the drug uses in the plaster is 
pitavastatin, or atorvastatin, or a salt thereof, as claimed. 

(2) Sawayanagi et al. and Hidaka et al. do not teach the preparation is a poultice or the 
preparation contains carmellose sodium and the amounts, as claimed. 

(3) Sawayanagi et al. and Hidaka et al. also do not teach the monoterpene used in the plaster 
preparation is terpineol or citronellal, or a combination thereof, as claimed. However, the 
deficiencies are cured by Dasseux, J. L. H. 

Dasseux, J. L. H. teaches statins, i.e. pitavastatin, atrovastatin, and the pharmaceutically 
acceptable salt thereof, are inhibitors of cholesterol synthesis block cholesterol synthesis by 
inhibiting HMGCoA, the key enzyme involved in the cholesterol biosynthetic pathway. 
However, side effects, including liver and kidney dysfunction which associated with the use of 
these drugs have been reported (page 4: [0024]; page 1 1 : [0086]). Dasseux, J. L. H. thus teaches 
that a pharmaceutical composition that comprises pharmaceutical active agent, i.e. statins, for 
treating, preventing, or managing cholesterol, dyslipidemia disorders and methods of reducing or 
avoiding an adverse effect associated with such active agent therapy would be desirable (page 6: 
[0044], [0049]). 

Dasseux, J. L. H. also teaches the composition can be used in the preparation of different 
suitable dosage forms, i.e. transdermal in the forms of a plaster or cataplasm (e.g. poultice), for 
administration to a patient (page 17: [0206]). Dasseux, J. L. H. further teaches that a suitable 
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amount of disintegrant (preferably in 1-5 % by weight), i.e. croscarmellose sodium, can be used 
in the preparing the dosage form, depending on the type of formulation (page 18: [0224]). 

Finding of prima facie obviousness Rational and Motivation 
(MPEP 2142-2143) 

It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made to combine the teaching of Sawayanagi et al. and Hidaka et al. with 
Dasseux, J. L. H. to arrive at the instant invention. 

One of ordinary skill would have been motivated to employ statins, i.e. pitavastatin or 
atrovastatin, in the preparation of a plaster for transdermal delivering these drugs to a patient 
because oral administration of these drugs would cause unwanted side effects, such as liver and 
kidney dysfunction; therefore an alternative delivery route that can help to avoid the risks of side 
effects caused by the drug and can promote the clinical utility of these drugs would be favorable 
and desired, as suggested by the prior art. 

One of ordinary skill in the art also would have been motivated to incorporate common 
additives, i. e. polyethylene glycol or disintegrant, into a plaster preparation and then modify the 
amounts of these additives to a desirable level, depending on the type of selected formulation, as 
taught by Hidaka et al. and Dasseux, J. L. H. 

With respect to the recitation of monoterpene is terpineol or citronellal as claimed, the 
prior art Sawayanagi et al. teach the plaster preparation uses menthol as an absorbefacient 
compound for promoting cutaneous absorption; such teaching would motivate one of ordinary 
skill in the art to try not only menthol, but also to try other monoterpenes, i.e. terpineol and 
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citronellal, because menthol, terpineol and citronellal are all functional equivalent monoterpenes; 
and thus, they can be used interchangeably. 

From the teaching of the references, one of ordinary skill in the art would have had a 
reasonable expectation of success in producing the claimed external formulation. Therefore, the 
invention, as a whole, would have been prima facie obvious to one of ordinary skill in the art at 
the time the invention was made. 

Conclusion 

No claims are allowed. 

Contact Information 

Any inquiry concerning this communication from the Examiner should direct to Helen 
Mei-Ping Chui whose telephone number is 571-272-9078. The examiner can normally be 
reached on Monday-Thursday (7:30 am - 5:00 pm). If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor Johann Richter can be reached on 571- 
272-0646. The fax phone number for the organization where the application or proceeding is 
assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either PRIVATE PAIR or PUBLIC PAIR. Status information for 
unpublished applications is available through PRIVATE PAIR only. For more information about 
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the PAIR system, see http ://pair-direct.uspto. gov . Should you have questions on access to the 
PRIVATE PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll- 
free). 
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